Connecting via Winsock to STN 



Welcome to STN International! Enter x:x 

LOGINID: SSPTANXR1625 

PASSWORD: 

TERMINAL (ENTER 1, 2, 3, OR ?):2 



■ -k * 


* k 


-k k 


* k 


* Welcome to STN International ********** 


NEWS 


1 






Web Page URLs for STN Seminar Schedule - N. America 


NEWS 


2 






"Ask CAS" for self-help around the clock 


NEWS 


3 


JAN 


17 


Pre-1988 INPI data added to MARPAT 


NEWS 


4 


FEB 


21 


STN AnaVist, Version 1.1, lets you share your STN TVnaVist 










visualization results 


NEWS 


5 


FEB 


22 


The IPC thesaurus added to additional patent databases on STN 


NEWS 


6 


FEB 


22 


Updates in EPFULL; IPC 8 enhancements added 


NEWS 


7 


FEB 


27 


New STN AnaVist pricing effective March 1, 2006 


NEWS 


8 


MAR 


03 


Updates in PATDPA; addition of IPC 8 data without attributes 


NEWS 


9 


MAR 


22 


EMBASE is now updated on a daily basis 


NEWS 


10 


APR 


03 


New IPC 8 fields and IPC thesaurus added to PATDPAFULL 


NEWS 


11 


APR 


03 


Bibliographic data updates resume; new IPC 8 fields and IPC 










thesaurus added in PCTFULL 


NEWS 


12 


APR 


04 


STN AnaVist $500 visualization usage credit offered 


NEWS 


13 


APR 


12 


LINSPEC, learning database for INSPEC, reloaded and enhanced 


NEWS 


14 


APR 


12 


Improved structure highlighting in FQHIT and QHIT display 










in MARPAT 


NEWS 


15 


APR 


12 


Derwent World Patents Index to be reloaded and enhanced during 










second quarter; strategies may be affected 


NEWS 


16 


MAY 


10 


CA/CAplus enhanced with 1900-1906 U.S. patent records 


NEWS 


17 


MAY 


11 


KOREAPAT updates resume 


NEWS 


18 


MAY 


19 


Derwent World Patents Index to be reloaded and enhanced 


NEWS 


19 


MAY 


30 


IPC 8 Rolled-up Core codes added to CA/CAplus and 










USPATFULL/USPAT2 


NEWS 


20 


MAY 


30 


The F-Term thesaurus is now available in CA/C;^lus 


NEWS 


21 


JUN 


02 


The first reclassification of IPC codes now complete in 










INPADOC 


NEWS 


EXPRESS 




FEBRUARY 15 CURRENT VERSION FOR WINDOWS IS V8.01a, 



CURRENT MACINTOSH VERSION IS V6.0c(ENG) AND V6.0Jc(JP), 
AND CURRENT DISCOVER FILE IS DATED 19 DECEMBER 2005. 
V8.0 AND V8.01 USERS CAN OBTAIN THE UPGRADE TO V8.01a AT 
http : / /download. cas . org/express/v8 . 0-Discover/ 



NEWS HOURS STN Operating Hours Plus Help Desk Availability 

NEWS LOGIN Welcome Banner and News Items 

NEWS IPC8 For general information regarding STN implementation of IPC 8 

NEWS X25 X.25 communication option no longer available after June 2006 

Enter NEWS followed by the item number or name to see news on that 
specific topic. 

All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 

of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 

STN Columbus *************** 
FILE 'HOME' ENTERED AT 08:28:37 ON 12 JUN 2006 



=> file reg 

COST IN U.S. DOLLARS 



FULL ESTIMATED COST 



SINCE FILE TOTAL 
ENTRY SESSION 
0.21 0.21 



FILE 'REGISTRY' ENTERED AT 08:28:56 ON 12 JUN 2006 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2006 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 11 JUN 2006 HIGHEST RN 887399-72-6 
DICTIONARY FILE UPDATES: 11 JUN 2006 HIGHEST RN 887399-72-6 



New CAS Information Use Policies, enter HELP USAGETERMS for details. 

TSCA INFORMATION NOW CURRENT THROUGH January 6, 2006 

Please note that search-term pricing does apply when 
conducting . SmartSELECT searches, 

* * 

* The CA roles and document type information have been removed from * 

* the IDE default display format and the ED field has been added, * 

* effective March 20, 2005. A new display format, IDERL, is now * 

* available and contains the CA role and document type information. * 

* * 



Structure search iteration limits have been increased. See HELP SLIMITS 
for details. 



REGISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability of 
experimental property data in the original document. For information 
on property searching in REGISTRY, refer to: 

http : //www. cas . org/ONLINE/UG/regprops . html 



Uploading C:\Program Files\Stnexp\Queries\10528444 . str 




chain nodes : 

18 21 22 23 24 25 26 27 28 29 30 31 32 33 34 
ring nodes : 

1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 19 20 
chain bonds : 

3-28 3-29 4-26 4-27 5-21 6-22 10-32 10-33 13-23 14-34 15-30 15-31 17-18 23-24 
23-25 

ring bonds : 

1-2 1-6 1-15 2-3 2-17 3-4 4-5 5-6 5-7 6-10 7-8 7-11 7-20 8-9 8-14 8-19 9-10 
9-19 11-12 11-20 12-13 13-14 15-16 16-17 



exact/norm bonds : 

1-2 1-6 1-15 2-3 2-17 3-4 4-5 5-6 5-7 6-10 7-8 7-11 7-20 8-9 8-14 8-19 9-10 
9-19 11-12 11-20 12-13 13-14 14-34 15-16 16-17 17-18 
exact bonds : 

3-28 3-29 4-26 4-27 5-21 6-22 10-32 10-33 13-23 15-30 15-31 23-24 23-25 



Match level : 

l:Atom 2: Atom 3: Atom 4: Atom 5: Atom 6: Atom 7: Atom 8: Atom 9: Atom 10: Atom 11: Atom 
12: Atom 13: Atom 14: Atom 15: Atom 16: Atom 17: Atom 18: CLASS 19: Atom 20: Atom 21: CLASS 
22: CLASS 23: CLASS 24: CLASS 25: CLASS 26: CLASS 27: CLASS 28: CLASS 29: CLASS 30: CLASS 
31: CLASS 32: CLASS 33: CLASS 34: CLASS 




Structure attributes must be viewed using STN Express query preparation. 



=> 



Uploading C:\Program Files\Stnexp\Queries\10528444a . str 




chain nodes : 

18 21 22 23 24 25 26 27 28 29 30 31 32 33 34 
ring nodes : 

1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 19 20 
chain bonds : 

3-28 3-29 4-26 4-27 5-21 6-22 10-32 10-33 13-23 14-34 15-30 15-31 17-18 23-24 
23-25 

ring bonds : 

1-2 1-6 1-15 2-3 2-17 3-4 4-5 5-6 5-7 6-10 7-8 7-11 7-20 8-9 8-14 8-19 9-10 
9-19 11-12 11-20 12-13 13-14 15-16 16-17 
exact/norm bonds : 



1-2 1-6 1-15 2-3 2-17 3-4 4-5 5-6 5-7 6-10 7-8 7-11 7-20 8-9 8-14 8-19 9-10 
9-19 11-12 11-20 12-13 13-14 14-34 15-16 16-17 17-18 
exact bonds : 

3-28 3-29 4-26 4-27 5-21 6-22 10-32 10-33 13-23 15-30 15-31 23-24 23-25 



Match level : 

l:Atom 2: Atom 3: Atom 4: Atom 5: Atom 6: Atom 7: Atom 8: Atom 9: Atom 10: Atom 11: Atom 
12: Atom 13: Atom 14: Atom 15: Atom 16: Atom 17: Atom 18: CLASS 19: Atom 20: Atom 21: CLASS 
22:CLASS 23:CLASS 24:CLASS 25:CLASS 26:CLASS 27:CLASS 28:CLASS 29:CLASS 30:CLASS 
31: CLASS 32: CLASS 33: CLASS 34: CLASS 



L2 STRUCTURE UPLOADED 

=> d 12 

L2 HAS NO ANSWERS 
L2 STR 




Structure attributes must be viewed using STN Express query preparation. 



=> s 11 

SAMPLE SEARCH INITIATED 08:29:56 FILE 'REGISTRY* 
SAMPLE SCREEN SE?lRCH COMPLETED - 22 TO ITERATE 



100*0% PROCESSED 22 ITERATIONS 

SEARCH TIME: 00.00.01 

FULL FILE PROJECTIONS: 

PROJECTED ITERATIONS: 
PROJECTED ANSWERS: 

L3 5 SEA SSS SAM LI 

=> s 11 

SAMPLE SEARCH INITIATED 08:30:00 FILE 
SAMPLE SCREEN SEARCH COMPLETED - 

100.0% PROCESSED 22 ITERATIONS 

SEARCH TIME: 00.00.01 



5 ANSWERS 



'REGISTRY' 
22 TO ITERATE 

5 ANSWERS 



ONLINE ** COMPLETE** 
BATCH ** COMPLETE** 

159 TO 721 
5 TO 234 



FULL FILE PROJECTIONS: ONLINE **COMPLETE** 

BATCH ** COMPLETE** 
PROJECTED ITERATIONS: 159 TO 721 

PROJECTED ANSWERS: 5 TO 234 



L4 



5 SEA SSS SAM LI 



=> s 11 full 

FULL SEARCH INITIATED 08:30:04 FILE 'REGISTRY' 
FULL SCREEN SEARCH COMPLETED - 473 TO ITERATE 



100.0% PROCESSED 473 ITERATIONS 

SEARCH TIME: 00.00.01 



85 ANSWERS 



L5 



85 SEA SSS FUL LI 



=> s 12 full 

FULL SEARCH INITIATED 08:30:10 FILE 'REGISTRY' 
FULL SCREEN SEARCH COMPLETED - 473 TO ITERATE 



100.0% PROCESSED 473 ITERATIONS 

SEARCH TIME: 00.00.01 



33 ANSWERS 



L6 



33 SEA SSS FUL L2 



=> s 15 not 16 

L7 52 L5 NOT L6 



=> file caplus 

COST IN U.S. DOLLARS 

FULL ESTIMATED COST 



SINCE FILE 
ENTRY 
334.32 



TOTAL 
SESSION 
334.53 



FILE 'CAPLUS' ENTERED AT 08:30:34 ON 12 JUN 2006 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2006 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 12 Jun 2006 VOL 144 ISS 25 
FILE LAST UPDATED: 11 Jun 2006 (20060611/ED) 

Effective October 17, 2005, revised CAS Information Use Policies apply. 
They are available for your review at: 

http: //www. cas .org/inf opolicy.html 

=> s 17 full 

L8 31 L7 

=> d ibib abs hitstr tot 

L8 ANSWER 1 OF 31 CAPLUS COPYRIGHT 2006 ACS on STN 
ACCESSION NUMBER: 2006:383513 CAPLUS 

DOCUMENT NUMBER: 144:425652 

TITLE: Identification and screening of triptolide target 

molecules 

INVENTOR(S): Fidler, John M. ; Musser, John H. 

PATENT ASSIGNEE (S) : Pharmagenesis , Inc., USA 

SOURCE: PCT Int. Appl . , 41 pp. 

CODEN: PIXXD2 
DOCUMENT TYPE: Patent 
LANGUAGE: English 
FAMILY ACC. NUM. COUNT: 1 



PATENT INFORMATION: 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



WO 2006044496 A2 20060427 WO 2005-US36751 20051012 

W: AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BW, BY, BZ, CA, CH, 
CN, CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, EG, ES, FI, GB, GD, 
GE, GH, GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KM, KP, KR, KZ, 
LC, LK, LR, LS, LT, LU, LV, LY, MA, MD, MG, MK, MN, MW, MX, MZ, 
NA, NG, NI, NO, NZ, OM, PG, PH, PL, PT, RO, RU, SC, SD, SE, SG, 
SK, SL, SM, SY, TJ, TM, TN, TR, TT, TZ, UA, UG, US, UZ, VC, VN, 
YU, ZA, ZM, ZW 

AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI, FR, GB, GR, HU, IE, 
IS, IT, LT, LU, LV, MC, NL, PL, PT, RO, SE, SI, SK, TR, BF, BJ, 
CF, CG, CI, CM, GA, GN, GQ, GW, ML, MR, NE, SN, TD, TG, BW, GH, 
GM, KE, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM, ZW, AM, AZ, BY, 
KG, KZ, MD, RU, TJ, TM 

INFO.: US 2004-618290P P 20041013 

The identification of triptolide target mols . is described. Also 
described are methods of screening triptolide-related compds . for binding 
to these mols., including screening for enhanced and/or selective binding, 
and expression anal, of the target mols. in normal and in diseased tissue. 
195883-09-1, PG490-88 630093-07-1, PG695 
874619-68-8, PG 702 

RL: DMA (Drug mechanism of action); PAC (Pharmacological activity); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 

(identification and screening of triptolide target mols.) 
195883-09-1 CAPLUS 

Butanedioic acid, mono [ (3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, 8aS, 8bS) - 
1, 3, 3b, 4, 4a, 6, 6a, 7a, 7b, 8b, 9, 10-dodecahydro-8b-methyl-6a- (1-methylethyl) -1- 
oxotrisoxireno [4b, 5 : 6, 7 : 8a, 9] phenanthro [1,2-c] furan-6-yl] ester, sodium 
salt (9CI) (CA INDEX NAME) 



RW: 



PRIORITY APPLN 
AB 



IT 



RN 
CN 



Absolute stereochemistry. 



H02C 




Na 



RN 630093-07-1 CAPLUS 

CN Carbonic acid, 1, 1-dimethylethyl (3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, 8aS, 8bS) - 

1,3, 3b, 4, 4a, 6, 6a, 7a, 7b, 8b, 9, 10-dodecahydro-8b-methyl-6a- ( 1-methylethyl ) -1- 
oxotrisoxireno [4b, 5 : 6, 7 : 8a, 9] phenanthro [1, 2-c] furan-6-yl ester (9CI) (CA 
INDEX NAME) 



Absolute stereochemistry. 



1-Pr 



t-BuO 




RN 874619-68-8 CAPLUS 

CN Glycine, N, N-dimethyl-, (3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, BaS, BbS) - 

1,3, 3b, 4, 4a, 6, 6a, 7a, 7b, 8b, 9, 10-dodecahydro-8b-methyl-6a- ( l-methylethyl) -1- 
oxotrisoxireno [4b, 5 : 6, 7 : 8a, 9] phenanthro [ 1, 2-c] furan-6-yl ester (9CI) (CA 
INDEX NAME) 



Absolute stereochemistry. 




L8 ANSWER 2 OF 31 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

AUTHOR (S) : 



CORPORATE SOURCE: 
SOURCE: 



PUBLISHER: 
DOCUMENT TYPE: 
lANGUAGE: 
OTHER SOURCE (S) 
GI 



CAPLUS COPYRIGHT 2006 ACS on STN 
2006:188900 CAPLUS 
144:412719 

Semisynthesis of C-ring modified triptolide analogues 
and their cytotoxic activities 

Aoyagi, Yutaka; Hitotsuyanagi, Yukio; Hasuda, Tomoyo; 

Fukaya, Haruhiko; Takeya, Koichi; Aiyama, Ritsuo; 

Matsuzaki, Takeshi; Hashimoto, Shusuke 

School of Pharmacy, Tokyo University of Pharmacy & 

Life Science, Tokyo, 192-0392, Japan 

Bioorganic & Medicinal Chemistry Letters (2006), 

16(7), 1947-1949 

CODEN: BMCLE8; ISSN: 0960-894X 

Elsevier B.V. 

Journal 

English 

CASREACT 144:412719 




AB Several C-ring modified analogs (e.g. I) of a potent antileukemic 

diterpene, triptolide, were synthesized and their structure-activity 
relationships were studied. 

IT 883976-16-7P 883976-20-3P 

RL: PAC (Pharmacological activity); RCT (Reactant) ; SPN (Synthetic 
preparation); BIOL (Biological study); PREP (Preparation); RACT (Reactant 
or reagent) 

(semisynthesis and antitumor activity of C-ring modified triptolide 

analogs ) 
RN 883976-16-7 CAPLUS 
CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 




Absolute stereochemistry. 




i-Pr 



REFERENCE COUNT: 



THERE ARE 9 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L8 ANSWER 3 OF 31 CAPLUS COPYRIGHT 2006 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2006:103747 CAPLUS 
144:164242 

Method for treatment of inflammatory disorders using 

triptolide compounds 

Fidler, John M. ; Musser, John H. 

Pharmagenesis, Inc., USA 

PCT Int. Appl., 21 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. KIND DATE APPLICATION NO. DATE 



WO 2006012204 




A2 




20060202 




WO 2005- 


US22247 




20050623 


W: AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BW, 


BY, 


BZ, 


CA, CH, 


CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


EG, 


ES, 


FI, 


GB, GD, 


GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KM, 


KP, 


KR, KZ, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, NA, 


NG, 


NI, 


NO, 


NZ, 


OM, 


PG, 


PH, 


PL, 


PT, 


RO, 


RU, 


SC, 


SD, 


SE, 


SG, SK, 


SL, 


SM, 


SY, 


TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


vc. 


VN, YU, 


ZA, 


ZM, 


ZW 


























RW: AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, 


DK, 


EE, 


ES, 


FI, 


FR, 


GB, 


GR, 


HU, IE, 


IS, 


IT, 


LT, 


LU, 


MC, 


NL, 


PL, 


PT, 


RO, 


SE, 


SI, 


SK, 


TR, 


BF, 


BJ, CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG, 


BW, 


GH, C»l, 


KE, 


LS, 


MW, 


MZ, 


NA, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, 


ZW, 


AM, 


AZ, 


BY, KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 






















PRIORITY APPLN. 


INFO 














US 2004- 


583295P 




P 20040625 



AB Inflammatory disorders, including obliterative airway disease, renal 
fibrosis, diabetic nephropathy, and liver fibrosis are treated with 
immunosuppressive triptolide compds . , in particular triptolide compds . 
effective to inhibit TGF-p production in a patient afflicted with such a 
disorder. Preparation of triptolide derivs. is included. 

IT 195883-06-8P 

RL: PAC (Pharmacological activity); PKT (Pharmacokinetics); SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation); USES (Uses) 

(triptolide compds. for treatment of inflammatory disorders) 
RN 195883-06-8 CAPLUS 

CN Butanedioic acid, mono [ (3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, 8aS, 8bS) - 

1,3, 3b, 4, 4a, 6, 6a, 7a, 7b, 8b, 9, 10-dodecahydro-8b-methyl-6a- ( 1-methylethyl ) -1- 
oxotrisoxireno[4b, 5:6,7:8a, 9] phenanthro [ 1, 2~c] furan-6-yl] ester (9CI) (CA 



INDEX NAME) 



Absolute stereochemistry. 




IT 630092-99-8P 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(triptolide compds . for treatment of inflammatory disorders) 
RN 630092-99-8 CAPLUS 

CN Carbamic acid, ethyl-, (3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, 8aS, 8bS) - 

1, 3, 3b, 4, 4a, 6, 6a, 7a, 7b, 8b, 9, 10-dodecahydro-8b-methyl-6a- ( 1-methylethyl) -1- 
oxotrisoxireno [4b, 5: 6, 7 : 8a, 9] phenanthro [1, 2-c] furan-6-yl ester (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




EtNH 



IT 630093-07-1 874619-68-8 

RL: PAC (Pharmacological activity) ; THU (Therapeutic use) ; BIOL 
(Biological study); USES (Uses) 

(triptolide compds. for treatment of inflammatory disorders) 
RN 630093-07-1 CAPLUS 

CN Carbonic acid, 1, 1-dimethylethyl ( 3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, 8aS, 8bS ) - 

1,3, 3b, 4, 4a, 6, 6a, 7a, 7b, 8b, 9, 10-dodecahydro-8b-methyl-6a- (1-methylethyl) -1- 
oxotrisoxireno [ 4b, 5 : 6, 7 : 8a, 9] phenanthro [1, 2-c] f uran-6-yl ester (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 874619-68-8 CAPLUS 

CN Glycine, N, N-dimethyl-, (3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, 8aS, BbS) - 

1,3, 3b, 4, 4a, 6, 6a, 7a, 7b, 8b, 9, 10-dodecahydro-8b-methyl-6a- ( 1-methylethyl) -l- 
oxotrisoxireno [4b, 5 : 6, 7 : 8a, 9] phenanthro [ 1, 2-c] f uran-6-yl ester (9CI) (CA 
INDEX NAME) 



Absolute stereochemistry. 



O 



Me2N 




O 



IT 847440-49-7P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(triptolide compds. for treatment of inflammatory disorders) 

RN 847440-49-7 CAPLUS 

CN Trisoxireno [4b, 5:6,7: 8a, 9] phenanthro [1, 2-c] furan-1 (3H) -one, 

3b, 4, 4a, 6, 6a, 7a, 7b, 8b, 9, 10-decahydro-8b-methyl-6a- ( 1-methylethyl) -6- 

[ (methylthio)methoxy] -, (3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, 8aS, 8bS) - {9CI) (CA 

INDEX NAME) 



Absolute stereochemistry. 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE(S): 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2005:1075802 CAPLUS 
143:373270 

Pharmaceutical compositions containing polymer 
conjugates of Tripterygium extracts 
Ji, Shishan; Zhu, Dequan 

Beijing Jenkem Technology Co., Ltd., Peop. Rep. China 
PCT Int. i^pl., 29 pp. 
CODEN: PIXXD2 

Patent 

Chinese 

1 



PATENT NO. KIND DATE APPLICATION NO. DATE 



WO 2005092898 Al 20051006 WO 2005-CN298 20050311 



W: AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BW, 


BY, 


BZ, 


CA, 


CH, 


CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


EG, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NA, 


NI, 


NO, 


NZ, 


OM, 


PG, 


PH, 


PL, 


PT, 


RO, 


RU, 


SC, 


SD, 


SE, 


SG, 


SK, 
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CN 1676525 A 20051005 CN 2004-10029615 20040329 

PRIORITY APPLN. INFO.: CN 2004-10029615 A 20040329 

AB The present invention relates to the prepn of conjugates of a hydrophilic 
polymer with Tripterygium exts . or its derivs . , represented by formula 
P(LD)n and PX (NHCH ( (CHRl) jCOZD) CO) mZD, wherein P is a hydrophilic polymer, 
preferably polyglycol; L, X and Z are linking group, D is the exts. of 
Tripterygium wilfordii or the derivs . thereof; R is an alkyl group or H; 
and n,m, i,j are integers. The conjugates have improved water-solubility of the 
exts. of Tripterygium wilfordii or the derivs. thereof, reduced the 
toxicity and prolonged half -lives in vivo. Disclosured is also the 
pharmaceutical compns . containing the conjugates, such as tablets, pellets, 
capsules and suppositories. For example, freeze dried powders for 
injection containing triptolide conjugate prepared by reacting triptolide with 
monomethoxy PEG acetate, under the presence of DCC and 
4-dimethylaminopyridine . 
IT 866363-82-8P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(pharmaceutical compns. containing polymer conjugates of Tripterygium 
exts . ) 

RN 866363-82-8 CAPLUS 

CN Glycine, (3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, 8aS, 8bS) - 

1,3, 3b, 4, 4a, 6, 6a, 7a, 7b, 8b, 9, 10-dodecahydro-8b-methyl-6a- ( 1-methylethyl) -1- 



oxotrisoxireno [ 4b, 5:6,7:8a, 9] phenanthro [ 1, 2-c] furan-6-yl ester ( 9CI ) (CA 
INDEX NAME) 

Absolute stereochemistry. 



H2N 




IT 866363-80-6P 866363-81-7P 866363-83-9P 
866363-84-OP 866363-85-lP 866363-86-2P 

RL: SPN (Synthetic preparation); THU (Therapeutic use); BIOL (Biological 
study); PREP (Preparation); USES (Uses) 

(pharmaceutical coitpns . containing polymer conjugates of Tripterygium 

exts • ) 

RN 866363-80-6 CAPLUS 

CN Poly(oxy-l,2-ethanediyl) , a-[2-[ [ (3bS, 4aS, 5aS, 6R, 6aR, 7aS^ 7bS, 8aS, 8bS 

) -1, 3, 3b, 4, 4a, 6, 6a, 7a, 7b, 8b, 9, 10-dodecahydro-8b-methyl-6a- ( l-methylethyl ) 
1-oxotrisoxireno [4b, 5 : 6, 7 : 8a, 9] phenanthro [ 1, 2-c] furan-6-yl] oxy] -2- 
oxoethyl]-a)-methoxy- (9CI) (CA INDEX NAME) 




RN 866363-81-7 CAPLUS 

CN Poly(oxy-l,2-ethanediyl) , a- [ [ [ (lS)-l-[ [ [ (lS)-l-[ [ [ (IS)-l- 

[ t [ (3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, 8aS, 8bS) -1, 3, 3b, 4, 4a, 6, 6a, 7a, 7b, 8b, 9, 10- 
dodecahydro-8b-methyl-6a- (l-methylethyl) -1-oxotrisoxireno [4b, 5: 6,7: 8a, 9]ph 
enanthro[l,2-c] furan-6-yl] oxy] carbonyl] -4- [ [ (3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, 8a 
S, 8bS) -1, 3, 3b, 4, 4a, 6, 6a, 7a, 7b, 8b, 9, 10-dodecahydro-8b-methyl-6a- (1- 
methylethyl) -1-oxotrisoxireno [4b, 5: 6, 7: 8a, 9] phenanthro [ 1 , 2-c] furan-6- 
yl] oxy] -4-oxobutyl] amino] carbonyl] -4- [ [ (3bS, 4aS, 5aR, 6R, 6aS,7aS, 7bS, 8aS, 8bS 
) -1,3, 3b, 4, 4a^ 6, 6a, 7a, 7b, 8b, 9, 10-dodecahydro-8b-methyl-6a- ( l-methylethyl ) - 
1-oxotrisoxireno [ 4b, 5:6,7: 8a, 9] phenanthro [ 1, 2-c] f uran-6-yl] oxy] -4- 
oxobutyl] amino] carbonyl] -4- [ [ (3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, 8aS, 8bS) - 
1, 3, 3b, 4, 4a, 6, 6a, 7a, 7b, 8b, 9, 10-dodecahydro-8b-methyl-6a- ( l-methylethyl ) -1- 
oxotrisoxireno [ 4b, 5:6,7: 8a, 9] phenanthro [1, 2-c] f uran-6-yl] oxy] -4- 
oxobutyl] amino] carbonyl] -o-methoxy- (9CI) (CA INDEX NAME) 
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RN 866363-83-9 CAPLUS 

CN Poly (oxy-l,2-ethanediyl) , a- [ (3S, 6S, 9S) -3, 6, 9-tris [3- [ [2- 

[ [ ( 3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, SaS, BbS) -1, 3, 3b, 4, 4a, 6, 6a, la, 7b, Bb, 9, 10- 

dodecahydro~8b-methyl-6a- ( 1-methylethyl) -1-oxotrisoxireno [4b, 5:6,7: 8a, 9] ph 
enanthro [1, 2-c] furan-6-yl] oxy] -2-oxoethyl] amino] -3-oxopropyl] -13- 
[ [ (3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, 8aS, 8bS) -1, 3, 3b, 4, 4a, 6, 6a, 7a, 7b, 8b, 9, 10- 
dodecahydro-8b-methyl-6a- ( 1-methylethyl) -1-oxotrisoxireno [4b, 5 : 6, 7 : 8a, 9] ph 
enanthro [1, 2-c] furan-6-yl] oxy] -1,4, 7, 10, 13-pentaoxo-2, 5, 8, 11- 
tetraazatridec-l-yl]-o)-methoxy- (9CI) (CA INDEX NAME) 
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RN 866363-84-0 CAPLUS 

CN Poly (oxy-l,2-ethanediyl) , a- [ [ [ (3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, 8aS, 8bS) - 

1, 3, 3b, 4, 4a, 6, 6a, 7a, 7b, 8b, 9, 10-dodecahydro-8b-methyl-6a- ( 1-methylethyl) -1- 
oxotrisoxireno [4b, 5 : 6, 7 : 8a, 9] phenanthro [1, 2-c] f uran-6-yl] oxy] carbonyl] - 
(D-methoxy- (9CI) (CA INDEX NAME) 




RN 866363-85-1 CAPLUS 

CN Poly (oxy-l,2-ethanediyl) , a-[2-t [ [ [ (3bS, 4aS, 5aS, 6R, 6aR, 7aR, 7bS, 8aS, 8 
bS) -1, 3, 3b, 4, 4a, 6, 6a, 7a, 7b, 8b, 9, 10-dodecahydro-8b-methyl-6a- (1- 
methylethyl) -1-oxotrisoxireno [4b, 5 : 6, 7 : 8a, 9] phenanthro [1, 2-c] furan-6- 
yl] oxy] carbonyl] amino] ethyl] -o-raethoxy- (9CI) (CA INDEX NAME) 




RN 866363-86-2 CAPLUS 

CN Poly (oxy-l,2-ethanediyl) , a-[2-[ [ (3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, 8aS , 8bS 

) -1, 3, 3b, 4, 4a, 6, 6a, 7a, 7b, 8b, 9, 10-dodecahydro-8b-methyl-6a- ( 1-methylethyl) - 
1-oxotrisoxireno [ 4b, 5 : 6, 7 : 8a, 9] phenanthro [ 1, 2-c] f uran-6-yl] oxy] -2- 
oxoethyl] [2- [ [ (3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, 8aS, 8bS) - 

1, 3, 3b, 4, 4a, 6, 6a, 7a, 7b, 8b, 9, 1 0-dodecahydro-8b-methyl- 6a- (1-methyl ethyl) -1- 
oxotrisoxireno [ 4b, 5 : 6, 7 : 8a, 9] phenanthro [ 1, 2-c] f uran-6-yl] oxy] -2-oxoethoxy] - 
(9CI) (CA INDEX NAME) 
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2005: 1001864 CAPLUS 
143:279364 

Triptolide lactone ring derivatives as 

iramunomodulators and anticancer agents 

Yuan, Hongwei; Musser, John H. ; Dai^ Dongcheng 

Pharmagenesis, Inc., USA 

PCT Int. Appl., 33 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND DATE 



WO 2005084365 
WO 2005084365 
W 



APPLICATION NO. 



WO 2005-US6952 



DATE 



20050302 



A2 20050915 
A3 20051110 

AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BW, BY, BZ, CA, CH, 
CN, CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, EG, ES, FI, GB, GD, 
GE, GH, GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, 
LK, LR, LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NA, NI, 
NO, NZ, OM, PG, PH, PL, PT, RO, RU, SC, SD, SE, SG, SK, SL, SM, 
SY, TJ, TM, TN, TR, TT, TZ, UA, UG, US, UZ, VC, VN, YU, ZA, ZM, ZW 
BW, GH, GM, KE, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM, ZW, AM, 
AZ, BY, KG, KZ, MD, RU, TJ, TM, AT, BE, BG, CH, CY, CZ, DE, DK, 
EE, ES, FI, FR, GB, GR, HU, IE, IS, IT, LT, LU, MC, NL, PL, PT, 
RO, SE, SI, SK, TR, BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, 
MR, NE, SN, TD, TG 

US 2004-549769P P 20040302 

MARPAT 143:279364 

Disclosed are compds . based on lactone ring modifications of triptolide 
and hydroxylated triptolide, for use in therapy, such as 
antiproliferative, anticancer, and immunosuppressive therapy. 
195883-09-lP, PG490-88 

RL: PAC (Pharmacological activity); PRP (Properties); SPN (Synthetic 
preparation); BIOL (Biological study); PREP (Preparation) 

(triptolide lactone ring derivs. as iramunomodulators and anticancer 

agents) 
195883-09-1 CAPLUS 

Butanedioic acid, mono [ (3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, 8aS, 8bS) - 
1, 3, 3b, 4, 4a, 6, 6a, 7a, 7b, 8b, 9, 10-dodecahydro-8b-methyl-6a- ( 1-methylethyl ) -1- 
oxotrisoxireno [4b, 5 : 6, 7 : 8a, 9]phenanthro [1, 2-c] furan-6-yll ester, sodium 
salt (9CI) (CA INDEX NAME) 



RW: 



PRIORITY APPLN. INFO 
OTHER SOURCE (S) : 
AB 



IT 



RN 
CN 



Absolute stereochemistry. 




0 



• Na 



IT 847440-49-7P, PG 691 

RL: PRP (Properties); RCT (Reactant) ; SPN (Synthetic preparation) ; PREP 
(Preparation) ; RACT (Reactant or reagent) 

(triptolide lactone ring derivs. as immunomodulators and anticancer 
agents ) 
RN 847440-49-7 CAPLUS 

CN Trisoxireno[4b, 5: 6, 7 : 8a, 9] phenanthro [ 1^ 2-c] furan-1 (3H) -one, 

3b, 4, 4a, 6, 6a, 7a, 7b, 8b, 9, 10-decahydro-8b-methyl-6a- ( 1-methylethyl) -6- 

[ (methylthio)methoxy] -, (3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, 8aS, 8bS) - (9CI) (CA 

INDEX NAME) 

Absolute stereochemistry. 
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AB Background: 



31 CAPLUS COPYRIGHT 2006 ACS on STN 
2005:479342 CAPLUS 
143:298718 

Immunosuppression with a Combination of Pg490-88 and a 
Subtherapeutic Dose of FK506 in a Canine Renal 
Allograft Model 

Wang, Ximo; Sun, Hongtao; Chen, Gang; Liu, Weihua; 
Wise, Yishai; Yung, Chenlin; Sudo, Yuji; Tamura, 
Kouichi; Garcia, Bertha; Zhong, Robert 
Department of Surgery, The University of Western 
Ontario, London, ON, Can. 

Transplantation (2005), 79(11), 1537-1544 

CODEN: TRPLAU; ISSN: 0041-1337 

Lippincott Williams & Wilkins 

Journal 

English 

PG490-88 is a water soluble, semisynthetic derivative of a novel 



IT 



RN 
CN 



compound PG490 (triptolide) purified from the Chinese herb Tripterygium 
Wilfordii Hook F. In this study, we evaluated the immunosuppressive effect 
of PG490-88 alone or combined with FK506 in a dog renal transplantation 
model. Methods: Recipient and donor male beagle dogs were obtained from 
different breeders to ensure MHC mismatching. PG490-88 and/or FK506 were 
administered orally based on protocol design. Results: All dogs in the 
untreated group developed acute vascular rejection with a median survival 
time of 6 days. The grafts from this group presented with massive 
hemorrhage, IgM, IgG, and C4c deposition. Administration of PG490-88 0.06 
mg/kg/day significantly prolonged graft survival to a median survival time 
of 11 days (P=0.038, vs. control). Treatment with FK506 0.3 mg/kg/day did 
not prolong graft survival with a median survival time of 9 days. 
Although FK506 0.6 mg/kg/day significantly prolonged survival, this dose 
was not tolerated by the dogs. The combination of PG 0.06 mg/kg/day and 
FK506 0.3 mg/kg/day significantly prolonged survival to a median survival 
time of 15 days (P=0.017, vs. control). Compared to the untreated control 
group, the pattern of acute humoral rejection was attenuated in renal 
allografts treated with PG4 90-88 and/or FK506. C4c deposition was 
significantly decreased in renal allografts treated with PG490-88 
monotherapy and combination therapy. Conclusions: PG490-88 alone and 
combined with low dose FK506 significantly prolonged renal allograft 
survival in a dog model. This agent attenuated acute humoral rejection by 
inhibiting complement activation and T-cell infiltration. 
195883-09-1, Pg490-88 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 

(Biological study); USES (Uses) 

(PG490-88 alone or combined with low dose FK506 significantly prolonged 
renal allograft survival in renal transplant dog model) 

195883-09-1 CAPLUS 

Butanedioic acid, mono [ (3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, 8aS, 8bS) - 
1, 3, 3b, 4, 4a, 6, 6a, 7a, 7b, 8b, 9, 10-dodecahydro-8b-methyl-6a- ( 1-methylethyl) -1- 
oxotrisoxireno [4b, 5 : 6, 7 : 8a, 9] phenanthro [ 1, 2-c] furan-6-yl] ester, sodium 
salt (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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2005:464872 CAPLUS 
143:278756 

Protective effects of PG490-88 on chronic allograft 
rejection by changing intragraft gene expression 
profiles 

Fisniku, 0.; Pan, F. ; Wynn, C; Erickson, L. M. ; 
Crews, G.; Jang, M. S.; Sudo, Y. ; Tamura, K.; 



CORPORATE SOURCE: 



SOURCE: 



Kobayashi/ M. ; Benediktsson, H. ; Jiang, H. 
Basic Research, Fujisawa Research Institute of 
America, Evanston, IL, USA 

Transplantation Proceedings (2005), 37(4), 1962-1964 
CODEN: TRPPA8; ISSN: 0041-1345 
PUBLISHER: Elsevier Inc. 

DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB Our previous study showed that PG490-88 effectively ameliorated both 

functional and histol. changes of chronic rejection in the rat. In this 
experiment, we investigated the intragraft gene expression profiles of PG4 90- 
under successful prevention of chronic rejection in rat kidney allografts. 
Kidneys of F344 rats were transplanted into bilaterally nephrectomized LEW 
recipients. Recipients with a brief course of low-dose FK506 (1 mg/kg per 
day for 10 days) were dosed with PG490-88 0.5 mg/kg per day, which was 
predetd. and defined as the ED of preventing chronic allograft rejection 
in this model, for 90 days after grafting. Kidney grafts were harvested 
on day 90 after transplantation and subjected to gene expression anal, by 
real-time RT-PCR. Overall, the expression levels of all genes tested were 
upregulated in the brief course of low-dose FK506 control. PG490-88 
treatment exhibited significant inhibition of intragraft m RNA levels of 
iNOS, IL-6, and perforin and marginal downregulation of IL-2, IFNy, 
IRF-1, TNFa, and TGFp. There was no change in IL-10, granzyme 
B, and PDGFa, when compared to the brief course of low-dose FK506 
control. These results suggested that downregulation of multiple 
intragraft gene expression by mainly suppression of iNOS, IL-6, and 
perforin might be responsible for successful prevention of chronic kidney 
allograft nephropathy by PG4 90-88 in rats. 
195883-09-lf PG490-88 

RL: DMA (Drug mechanism of action); PAC (Pharmacological activity); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 
(PG490-88 downregulated IL-2, IFNy, IRF-1, TNFa and 
TGFp, inhibited iNOS, IL-6, perforin but did not change IL-10, 
granzyme B and PDGFa mRNA expression during prevention of chronic 
rejection in kidney allograft transplant rat model) 
195883-09-1 CAPLUS 

Butanedioic acid, mono [ (3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, 8aS, 8bS) - 
1, 3, 3b, 4, 4a, 6, 6a, 7a, 7b, 8b, 9, 10-dodecahydro-8b-methyl-6a- ( 1-methylethyl ) -1- 
oxotrisoxireno [4b, 5 : 6, 7 : 8a, 9] phenanthro [ 1, 2-c] furan-6-yl] ester, sodium 
salt (9CI) (CA INDEX NAME) 
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Absolute stereochemistry. 
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2005:290291 CAPLUS 
143:126161 

PG490-88, a new immunosuppressant, effectively 
prevents acute and chronic rejection in rat renal 
allografts 

Pan, F.; Fisniku, O. ; Wynn, C; Erickson, L. M. ; 
Crews, G.; Jang, M. S.; Sudo, Y. ; Tamura, K. ; 
Kobayashi, M.; Benediktsson, H.; Jiang, H. 
Basic Research, Fujisawa Research Institute of 
America, Evanston Northwestern Healthcare, 
Northwestern University, Evanston, IL, USA 
Transplantation Proceedings (2005), 37(1), 134-136 
CODEN: TRPPA8; ISSN: 0041-1345 
Elsevier Inc. 
Journal 
English 

PG490-88 is a semisynthetic derivative of the novel compound PG490 (triptolide) 
purified from a Chinese herb. It has been shown to prolong acute 
allograft survival in multiple exptl. organ transplant models. However, 
the effect of PG490-88 on prevention of acute and chronic renal allograft 
rejection has not been determined Kidneys of ACI or F344 rats were 
transplanted into bilaterally nephrectomized LEW recipients as the acute 
or chronic allograft rejection models, resp. Treatment of LEW recipients 
with PG490-88 significantly prolonged ACI kidney graft survival in a 
dose-dependent manner when compared with the untreated allograft controls . 
LEW recipients of F344 kidney grafts who received PG490-88 for 90 days 
with a brief course of low-dose FK506 showed normal serum creatinine 
levels and markedly reduced histol. changes of chronic rejection at day 90 
after transplantation. These results suggest that PG490-88 significantly 
prolongs kidney allograft survival in an acute rejection model and 
prevents chronic allograft rejection in rats. 
195883-09-1, PG490-88 

RL: NPO (Natural product occurrence) ; PAC (Pharmacological activity) ; THU 
(Therapeutic use); BIOL (Biological study); OCCU (Occurrence); USES (Uses) 
(PG490-88 dose-dependently prolonged kidney allograft survival, 
prevented chronic allograft rejection, with FK506 reduced functional, 
histol. changes of renal rejection and normalized serum creatinine 
level in acute rejection rat model) 
195883-09-1 CAPLUS 

Butanedioic acid, mono [ (3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, 8aS, 8bS) - 

1,3, 3b, 4, 4a, 6, 6a, 7a, 7b, 8b, 9, 10-dodecahydro-8b-methyl-6a- ( 1-methylethyl) -1- 

oxotrisoxireno [4b, 5:6,7: 8a, 9] phenanthro [ 1, 2-c] furan-6-yl] ester, sodium 

salt (9CI) (CA INDEX NAME) 
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2005:216599 CAPLUS 
142:291368 

Method for treatment of severe acute respiratory 

syndrome (SARS) using triptolide compounds 

Fidler, John M. ; Leu, Karen S. 

Pharmagenesis, Inc., USA 

PCT Int. Appl., 19 pp. 

CODEN: PIXXD2 

Patent 

English 

2 



PATENT NO. 






KIND 


DATE 






APPLICATION 


NO. 




DATE 


WO 2005020887 




A2 




20050310 




WO 2004- 


US20447 




20040625 


WO 2005020887 




A3 




20050428 


















W: AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BW, 


BY, 


BZ, 


CA, CH, 


CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


EG, 


ES, 


FI, 


GB, GD, 


GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NA, NI, 


NO, 


NZ, 


OM, 


PG, 


PH, 


PL, 


PT, 


RO, 


RU, 


SC, 


SD, 


SE, 


SG, 


SK, 


SL, SY, 


TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


uz. 


vc. 


VN, 


YU, 


ZA, 


ZM, ZW 


RW: BW, 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


NA, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, 


ZW, AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, 


AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, DK, 


EE, 


ES, 


FI, 


FR, 


GB, 


GR, 


HU, 


IE, 


IT, 


LU, 


MC, 


NL, 


PL, 


PT, 


RO, SE, 


SI, 


SK, 


TR, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 


MR, NE, 


SN, 


TD, 


TG 
























PRIORITY APPLN. 


INFO 














US 2003- 


483335P 




P 20030627 



AB 



IT 



RN 
CN 



The use of triptolide compds . for treatment of SARS infection is 
disclosed. The coit^>ds . are effective to inhibit cytokine production and 
thereby reduce symptoms, particularly in the immune hyperactive phase of 
the disease. Triptolide suppressed production of proinflammatory cytokines 
such as interf eron-y, TNF-a, IL-lp, and IL-6 in activated 

human peripheral blood mononuclear cells. Triptolide derivs . and prodrugs 
were synthesized. 
195883-06-8D, salts 

RL: BSU (Biological study, unclassified); PAC (Pharmacological activity); 

THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(triptolide compds. for reducing cytokine production and treatment of 
immune hyperactive phase of severe acute respiratory syndrome) 

195883-06-8 CAPLUS 

Butanedioic acid, mono [ (3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, 8aS, 8bS) - 
1, 3, 3b, 4, 4a, 6, 6a, 7a, 7b, 8b, 9, 10-dodecahydro-8b-methyl-6a- (1-methylethyl) -1- 
oxotrisoxireno [4b, 5:6,7: 8a, 9] phenanthro [1, 2-c] furan-6-yl] ester (9CI) (CA 
INDEX NAME) 



Absolute stereochemistry. 




IT 847440-49-7P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(triptolide compds. for reducing cytokine production and treatment of 
immune hyperactive phase of severe acute respiratory syndrome) 
RN 847440-49-7 CAPLUS 

CN Trisoxireno [4b, 5: 6, 7 : 8a, 9] phenanthro [1, 2-c] furan-1 (3H) -one, 

3b, 4, 4a, 6, 6a, 7a, 7b, 8b, 9, 10-decahydro-8b-methyl-6a- ( 1-methylethyl) -6- 

[ (methyl thio)methoxy] -, (3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, 8aS, 8bS) - (9CI) (CA 

INDEX NAME) 

Absolute stereochemistry. 



0 




IT 630093-07-lP, PG695 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(triptolide compds. for reducing cytokine production and treatment of 
immune hyperactive phase of severe acute respiratory syndrome) 
RN 630093-07-1 CAPLUS 

CN Carbonic acid, 1, 1-dimethylethyl (3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, BaS, 8bS) - 

1,3, 3b, 4, 4a, 6, 6a, 7a, 7b, 8b, 9, 1 0-dodecahydro-8b-methyl- 6a- ( 1-methylethyl) -1- 
oxotrisoxireno [ 4b, 5 : 6, 7 : 8a, 9] phenanthro [ 1, 2-c] f uran-6-yl ester ( 9CI ) (CA 
INDEX NAME) 



Absolute stereochemistry. 
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PRIORITY APPLN. INFO.: JP 2003-52072 A 20030227 

WO 2004-JP2406 W 20040227 

AB It is intended to provide a drug by which corneal ulcer can be effectively 
treated, more specifically, a remedy for corneal ulcer which contains 
triptolide, its derivative or a pharmaceutically acceptable salt thereof. The 
effect of triptolide (PG490) on IL-lp-induced collagen degradation in 
rabbit corneal parenchymal cells was examined An eye drop composition was prepared 
from triptolide 3.6 mg, polysorbate 80 0.1, sodium dihydrogen phosphate 
0.1, sodium chloride 0.9, benzalkonium chloride 0.005 g, NaOH q.s. to pH = 
7, and water balance to 100 mL, 

IT 195883-06-8P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of triptolide derivs. for treatment of corneal ulcer) 
RN 195883-06-8 CAPLUS 

CN Butanedioic acid, mono [ (3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, 8aS, 8bS) - 

1, 3, 3b, 4, 4a, 6, 6a, 7a, 7b, 8b, 9, 10-dodecahydro-8b-methyl-6a- ( 1-methylethyl) -1- 
oxotrisoxireno [4b, 5 : 6, 7 : 8a, 9] phenanthro [ 1, 2-c] furan-6-yl] ester (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



O 




O 



IT 195883-09-1 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(remedy for corneal ulcer containing triptolide derivs.) 
RN 195883-09-1 CAPLUS 

CN Butanedioic acid, mono [ (3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, 8aS, 8bS) - 

1, 3, 3b, 4, 4a, 6, 6a, 7a, 7b, 8b, 9, 10-dodecahydro-8b-methyl-6a- ( 1-methylethyl) -l- 
oxotrisoxireno [4b, 5 : 6, 7 : 8a, 9] phenanthro [1, 2-c] furan-6-yl] ester, sodium 
salt (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



H02C 




Na 
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MARPAT 140:297500 




Ill 



AB The invention provides water-soluble triptolide derivs . of formula I, II, and 
III, which have high immunosuppressive effect, and in which Rl and R2 have 
the same meanings as claims. The invention also provides chemical method of 
the preparation of formula I, II, and III, and uses thereof. 

IT 676327-13-2P 676327-14-3P 676327-15-4P 
676327-17-6P 676327-19-8P 

RL: ADV (Adverse effect, including toxicity) ; PAC (Pharmacological 
activity); PRP (Properties); SPN (Synthetic preparation) ; BIOL (Biological 
study); PREP (Preparation) 

(application of triptolide derivs. with high immunosuppressive effect 
and high water solubility) 
RN 676327-13-2 CAPLUS 

CN Butanedioic acid, mono [ ( laS, IbS, 6bS, 7aS, 8aR, 9R, lOR, IIR, llaR) - 

lb, 2, 3,4,6, 6b, 7, 7a, 9, 10, 11, lla-dodecahydro-lO-hydroxy-lb-methyl-10- (1- 
methylethyl) -4-oxo-ll-thiocyanatobisoxireno [4b, 5 : 8a, 9] phenanthro [ 1, 2- 
c] furan-9-yl] ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 676327-14-3 CAPLUS 

CN Trisoxireno t4b, 5:6,7:8a, 9] phenanthro [ 1, 2-c] furan-1 (3H) -one, 

3b, 4, 4a, 6, 6a, 7a, 7b, 8b, 9, 10-decahydro-8b-methyl-6a- (1-methylethyl) -6- 
(phosphonooxy) -, disodium salt, (3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, 8aS, 8bS) - 
(9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




H2O3PO 



•2 Na 

RN 676327-15-4 CAPLUS 

CN Phosphonic acid, ( 3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, 8aS, 8bS ) - 

1, 3, 3b, 4, 4a/ 6, 6a, la, Ih, Qh, 9, 10-dodecahydro-8b-methyl-6a- ( 1-methylethyl) -1- 
oxotrisoxireno [4b, 5:6,7: Ba, 9] phenanthro [1, 2-c] f uran-6-yl ester, monosodium 
salt (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




• Na 



RN 676327-17-6 CAPLUS 

CN Thiocyanic acid, ( laS, IbS, 6bS, 7aS, 8aR, 9R, lOR, IIR, llaR) - 

lb, 2, 3, 4, 6, 6b, 7, 7a, 9, 10, 11, lla-dodecahydro-lO-hydroxy-lb-methyl-10- (1- 
methylethyl) -4-oxo-9- (phosphonooxy) bisoxireno [ 4b, 5 : 8a, 9] phenanthro [ 1, 2- 
c] furan-ll-yl ester, disodium salt (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




•2 Na 



RN 676327-19-8 CAPLUS 

CN Thiocyanic acid, ( laS, IbS, 6bS, 7aS, 8aR, 9R, lOR, IIR, llaR) - 
lb, 2, 3, 4, 6, 6b, 7, 7a, 9, 10, 11, lla-dodecahydro-lO-hydroxy-9- 
[ (hydroxyphosphinyl) oxy] -lb-methyl- 10- (l-methylethyl) -4- 
oxobisoxireno[4b,5: 8a, 9] phenanthro [ 1, 2-c] furan-ll-yl ester, monosodium 
salt (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




• Na 



IT 676327-18-7P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(application of triptolide derivs. with high immunosuppressive effect 
and high water solubility) 
RN 676327-18-7 CAPLUS 

CN Thiocyanic acid, (laS, IbS, 6bS, 7aS, 8aR, 9R, lOR, IIR, llaR) -9- [ [bis [ (4- 

methoxyphenyDmethoxy] phosphinyl] oxy] -lb, 2, 3, 4, 6, 6b, 7, 7a, 9, 10, 11, 11a- 

dodecahydro-lO-hydroxy-lb-methyl-lO- (l-methylethyl) -4- 

oxobisoxireno [4b, 5 : 8a, 9] phenanthro [1, 2-c] furan-ll-yl ester (9CI) (CA 

INDEX NAME) 



Absolute stereochemistry. 
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AB Variously substituted carbonate and carbamate derivs . of triptolide of 

formula I [XI = OH, OCOR, etc.; X2, X3 = H, (substituted) OH; R = alkoxy, 

aryloxy, (substituted) amino, etc.] are prepared which have good aqueous solubility 

and convert to biol. active compds . in vivo, at a rate which can be 

modulated by varying the substitution on the prodrug. The prodrugs are 

useful as immunosuppressive, anti-inflammatory and anticancer agents. 

Thus, II was prepared from triptolide and Et isocyanate. The dose-response 

data for II show it to have equal apoptotic activity to triptolide at 

10-fold higher concentration 

IT 629617-20-5P, PG 682 629617-23-8P, PG 687 

RL: PAC (Pharmacological activity); RCT (Reactant) ; SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation) ; RACT (Reactant or reagent) ; USES (Uses) 

(preparation of triptolide derivs. as prodrugs useful as immunosuppressive, 
anti-inflammatory and anticancer agents) 

RN 629617-20-5 CAPLUS 

CN Carbonic acid, 2- (dimethylamino) ethyl ( 3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, BaS, BbS) - 
1,3, 3b, 4, 4a, 6, 6a, 7a, 7b, 8b, 9, 10-dodecahydro-8b-methyl-6a- (1-methylethyl) -l- 
oxotrisoxireno [4b, 5 : 6, 7 : 8a, 9]phenanthro [1, 2-c] furan-6-yl ester (9CI) (CA 
INDEX NAME) 



Absolute stereochemistry. 



e2N 




RN 629617-23-8 CAPLUS 

CN Acetic acid, [ [ [ [ (3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, 8aS, 8bS) - 

1,3, 3b, 4, 4a, 6, 6a, 7a, 7b, 8b, 9, 10-dodecahydro-8b-methyl-6a- ( 1-methylethyl) -1- 
oxotrisoxireno [4b, 5: 6, 7 : 8a, 9] phenanthro [ 1, 2-c] furan-6-yl] oxy] carbonyl] oxy] • 
(9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




IT 629617-21-6P 629617-22-7P 629617-24-9P 

630092- 99-8P, PG 666 630093-00-4P. PG 671 

630093- 01-5P, PG 688 630093-02-6P. PG 674 
630093-03 -7P, PG 676 630093-04-8P, PG 679 
630093-05-9P, PG 681 630093-06-OPr PG 680 
630093-07-lP, PG 695 630093-08-2P, PG 672 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of triptolide derivs. as prodrugs useful as immunosuppressive, 
anti-inflammatory and anticancer agents) 
RN 629617-21-6 CAPLUS 

CN Carbonic acid, 2- (dimethylamino) ethyl (3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, 8aS, 8bS) - 
1, 3, 3b, 4, 4a, 6, 6a, 7a, 7b, 8b, 9, 10-dodecahydro-8b-methyl-6a- ( 1-methylethyl) -1- 
oxotrisoxireno [4b, 5 : 6, 7 : 8a, 9] phenanthro [ 1, 2-c] f uran-6-yl ester, 
4-methylbenzenesulfonate (9CI) (CA INDEX NAME) 



CM 1 



CRN 629617-20-5 
CMF C25 H33 N 08 



Absolute stereochemistry. 




CM 2 



CRN 104-15-4 
CMF C7 H8 03 S 



H03S 




RN 629617-22-7 CAPLUS 

CN Acetic acid, [ [ [ [ ( 3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, 8aS, 8bS ) - 

1, 3, 3b, 4 , 4a, 6, 6a, 7a, 7b, 8b, 9, 10-dodecahydro-8b-methyl-6a- ( 1-methylethyl) -l- 
oxotrisoxireno [ 4b, 5 : 6, 7 : 8a, 9] phenanthro [1, 2-c] furan-6-yl] oxy] carbonyl] oxy] • 
, sodium salt (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




• Na 

RN 629617-24-9 CAPLUS 

CN Acetic acid, [ [ [ [ ( 3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, 8aS, 8bS) - 

1, 3, 3b, 4, 4a, 6, 6a, 7a, 7b, 8b, 9, 10-dodecahydro-8b-methyl-6a- (1-methylethyl) -1- 
oxotrisoxireno [4b, 5: 6, 7 : 8a, 9] phenanthro [ 1, 2-c] furan-6-yl] oxy] carbonyl] oxy] - 
, compd. with 2-amino-2- (hydroxymethyl) -1, 3-propanediol (1:1) (9CI) (CA 
INDEX NAME) 

CM 1 

CRN 629617-23-8 
CMF C23 H26 OlO 

Absolute stereochemistry. 



H02C 




CM 2 



CRN 77-86-1 
CMF C4 Hll N 03 



NH2 

I 

HO- CH2- C- CH2- OH 
CH2- OH 



RN 630092-99-8 CAPLUS 

CN Carbamic acid, ethyl-, ( 3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, BaS , 8bS ) - 

1, 3, 3b, 4 , 4a, 6, 6a, 7a, 7b, Bb, 9, 10-dodecahydro-Bb-methyl-6a- ( 1-methylethyl) -1- 
oxotrisoxireno [4b, 5 : 6, 7 : 8a, 9] phenanthro [ 1, 2-c] furan-6-yl ester (9CI) (CA 
INDEX NAME) 



Absolute stereochemistry. 




RN 630093-00-4 C7VPLUS 

CN Trisoxireno [ 4b, 5 : 6, 7 : 8a, 9] phenanthro [ 1 , 2-c] f uran-1 ( 3H) -one, 

3b, 4 , 4a, 6, 6a, 7a, 7b, Bb, 9, 1 0-decahydro-8b-methyl- 6a- ( 1-methylethyl ) -6- 
[ [ (phenylamino) carbonyl] oxy] (3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, 8aS, 8bS) - (9CI) 
(CA INDEX NAME) 



Absolute stereochemistry. 




RN 630093-01-5 CAPLUS 

CN Carbamic acid, [2- (dime thylamino) ethyl] -, (3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, 8aS, 
8bS) -1, 3, 3b, 4 , 4a, 6, 6a, 7a, 7b, 8b, 9, 10-dodecahydro-8b-methyl-6a- ( 1- 
methylethyl) -1-oxotrisoxireno [4b, 5: 6, 7 : 8a, 9] phenanthro [1, 2-c] furan-6-yl 



ester (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 




RN 630093-02-6 CAPLUS 

CN Carbonic acid, (3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, 8aS, 8bS) - 

1, 3, 3b, 4, 4 a, 6, 6a, 7a, 7b, 8b, 9, 10-dodecahydro-8b-inethyl-6a- (1-methylethyl) -l- 
oxotrisoxireno[4b, 5 : 6, 7 : 8a, 9] phenanthro [1, 2-c] furan-6-yl ethyl ester (9CI) 
(CA INDEX NAME) 



7\bsolute stereochemistry. 




RN 630093-03-7 CAPLUS 

CN Carbonic acid, ( 3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, BaS, 8bS ) - 

1, 3, 3b, 4, 4a, 6, 6a, 7a, 7b, 8b, 9, 10-dodecahydro-8b-methyl-6a- ( 1-methylethyl) -1- 
oxotrisoxireno [4b, 5 : 6, 7.: 8a, 9] phenanthro [ 1, 2-c] furan-6-yl phenyl ester 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 630093-04-8 CAPLUS 

CN Carbonic acid, ( 3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, 8aS, 8bS) - 

1, 3, 3b, 4, 4a, 6, 6a, 7a, 7b, 8b, 9, 10-dodecahydro-8b-methyl-6a- ( 1-methylethyl) -1- 
oxotrisoxireno [4b, 5 : 6, 7 : 8a, 9] phenanthro [ 1, 2-c] furan-6-yl 2-ethoxyethyl 
ester (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




^^^^ ^O. 

to 

o 



RN 630093-05-9 CAPLUS 

CN Propanoic acid, 2- [ [ [ [ (3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, 8aS, 8bS) - 

1,3, 3b, 4, 4a, 6, 6a, 7a, 7b, 8b, 9, 10-dodecahydro-8b-methyl-6a- (1-methylethyl) -1- 
oxotrisoxireno [4b, 5:6,7: 8a, 9] phenanthro [ 1, 2-c] furan-6-yl] oxy] carbonyl] oxy] - 
, 1,1-dimethylethyl ester, (2R)- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




RN 630093-06-0 CAPLUS 

CN Acetic acid, [ [ [ [ (3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, 8aS, 8bS) - 

1, 3, 3b, 4, 4a, 6, 6a, 7a, 7b, 8b, 9, 10-dociecahydro-8b-methyl-6a- ( 1 -methyl ethyl ) -1- 
oxotrisoxireno [4b, 5 : 6, 7 : 8a, 9] phenanthro [1, 2-c] f uran-6-yl] oxy] carbonyl] oxy] - 
, methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



O 




0 



O 



RN 630093-07-1 CAPLUS 

CN Carbonic acid, 1 , 1-dimethylethyl (3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, 8aS, 8bS) - 

1, 3, 3b, 4, 4a, 6, 6a, 7a, 7b, 8b, 9, 10-dodecahydro-8b-methyl-6a- (1 -methyl ethyl) -1- 
oxotrisoxireno [4b, 5: 6, 7 : 8a, 9] phenanthro [1, 2-c] furan-6-yl ester (9CI) (CA 
INDEX NAME) 



Absolute stereochemistry. 




RN 630093-08-2 CAPLUS 

CN 1-Piperazinecarboxylic acid, 4-methyl-, ( 3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, 8aS , 8b 
S) -1, 3, 3b, 4, 4a, 6, 6a, 7a, 7b, 8b, 9, 10-dodecahydro-8b-methyl-6a- ( 1-methylethyl) - 
1-oxotrisoxireno [4b, 5: 6, 7: 8a, 9] phenanthro [ 1, 2-c] furan-6-yl ester (9CI) 
(CA INDEX NAME) 



Absolute stereochemistry. 



1-Pr 

O- 




N 

I 

Me 
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CAPLUS COPYRIGHT 2006 ACS on STN 
2003:800265 CAPLUS 
140:156902 

PG490-88, a derivative of triptolide, causes tumor 
regression and sensitizes tumors to chemotherapy 
Fidler, John M. ; Li, Ke; Chung, Cathie; Wei, Ke; Ross, 
Jessica A. ; Gao, Mingxing; Rosen, Glenn D. 
SOURCE: Pharmagenesis, Inc., Palo Alto, CA, USA 

Molecular Cancer Therapeutics (2003), 2(9), 855-862 
CODEN: MCTOCF; ISSN: 1535-7163 
American Association for Cancer Research 
Journal 
English 

Treatment of solid tumors with combinations of chemotherapeutic agents has 
not led to significant increases in long-term survival. Recent studies 
support a role for inhibitors of checkpoint arrest as a means to enhance 
the cytotoxicity of chemotherapy. The authors have shown previously that 
triptolide (PG4 90), an oxygenated diterpene derived from a Chinese 
medicinal plant, induces apoptosis in cultured tumor cells and sensitizes 
tumor cells to topoisomerase inhibitors by blocking p53-mediated induction 
of p21. Here the authors extend the authors* studies to a tumor xenograft 
model and evaluate the efficacy and safety of PG490-88 (14-succinyl 
triptolide sodixim salt), a water-soluble prodrug of PG490. The authors also 
look at the combination of PG490 or PG490-88 with CPT-11, a topoisomerase 
I inhibitor, in cultured cells and in the tumor xenograft model. The 
authors show that PG490-88 is a safe and potent antitumor agent when used 
alone, causing tumor regression of lung and colon tumor xenografts. The 
authors also show that PG490-88 acts in synergy with CPT-11 to cause tumor 
regression. A phase I trial of PG490-88 for solid tumors began recently 
and safety and optimal dosing data should accrue within the next 12 mo. 
The authors' findings that PG490-88 causes tumor regression and that it 
acts in synergy with DNA-damaging chemotherapeutic agents suggest a role 
as an antineoplastic agent and chemosensitizer for the treatment of 
patients with solid tumors. 
195883-09-1, PG490-88 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(PG490-88 causes tumor regression and sensitizes tumors to 

chemotherapy) 
195883-09-1 CAPLUS 

Butanedioic acid, mono[ (3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, 8aS, 8bS) - 

1, 3, 3b, 4, 4a, 6, 6a, 7a, 7b, 8b, 9, 10-dodecahydro-8b-methyl-6a- ( 1-methylethyl) -1- 

oxotrisoxireno [4b, 5:6,7:8a, 9] phenanthro [ 1, 2-c] f uran-6-yl] ester, sodium 



salt (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 



HO2C 




Na 
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2003:585487 CAPLUS 
139:128003 

Uses of diterpenoid triepoxides as an 
anti-prolif erative agent 

Rosen, Glenn D.; Lennox, Edwin S.; Musser, John H. 

The Board of Trustees of the Leland Stanford Junior 

University, USA; Pharmagenesis, Inc. 

U.S., 27 pp., Cont.-in-part of U.S. 6,294,546. 

CODEN: USXXAM 

Patent 

English 

2 



PATENT INFORMATION: 
PATENT NO. 


KIND 


DATE 


APPLICATION NO. 




DATE 


US 6599499 
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US 


2001-935794 




20010822 


US 6294546 


Bl 


20010925 
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A3 
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2001-935794 


A3 


20010822 



OTHER SOURCE (S) 
AB 



IT 



RN 



MARPAT 139:128003 

Combinations of diterpenoid triepoxides and anti-prolif erative agents are 
used in a combination therapy to treat hyperprolif erative disorders. 
Anti-prolif erative agents of interest include agents active in killing 
tumor cells, as well as immunosuppressants, and a variety of other agents 
that reduce cellular proliferation in targeted tissues. Synergistic 
combinations provide for comparable or improved therapeutic effects, while 
lowering adverse side effects. 
195883-09-1, PG4 90-88 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study) ; USES (Uses) 

(uses of diterpenoid triepoxides as antitumor agents) 
195883-09-1 CAPLUS 



CN Butanedioic acid, mono [ (3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, 8aS, 8bS) - 

1,3, 3b, 4, 4a, 6, 6a, 7a, 7b, 8b, 9, 10-dodecahydro-8b-methyl-6a- ( 1-methylethyl) -1- 
oxotrisoxireno[4b, 5: 6, 7: 8a, 9] phenanthro [ 1, 2-c] furan-6-yl] ester, sodium 
salt {9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



H02C 




Na 
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2003:321361 CAPLUS 
139:148528 

Biotransformation of triptonide by cell suspension 
cultures of Platycodon grandiflorum 

Ning, Lili; Guo, Hongzhu; Jiang, Xiaomei; Bi, Kaishun; 
Quo, Dean 

The State Key Laboratory of Natural and Biomimetic 
Drugs, School of Pharmaceutical Sciences, Peking 
University, Beijing, 100083, Peop. Rep. China 
Pure and 7\pplied Chemistry (2003), 75(2-3), 389-392 
CODEN: PACHAS; ISSN: 0033-4545 

International Union of Pure and Applied Chemistry 
Journal 
English 

CASREACT 139:148528 
The biotransformation of triptonide by cell suspension cultures of 
Platycodon grandiflorum was investigated. After six days of incubation, 
five products were obtained. On the basis of chemical and spectral evidence, 
their structures were elucidated as epitriptolide-14-O-p-D-glucoside, 
5a-hydroxytriptonide, triptolide, triptodiolide, and 
2p-hydroxytriptonide, among which epitriptolide-14-O-p-D- 
glucoside and 5a-hydroxytriptonide are new compds . 
571176-86-8P, Epitriptolide-14-O-p-D-glucoside 

RL: BPN (Biosynthetic preparation) ; PRP (Properties); BIOL (Biological 
study); PREP (Preparation) 

(biotransformation of triptonide by cell suspension cultures of 

Platycodon grandiflorum) 
571176-86-8 CAPLUS 

Trisoxireno [4b, 5: 6, 7: 8a, 9] phenanthro [1, 2-c] furan-1 (3H) -one, 
6- (p-D-glucopyranosyloxy) -3b, 4, 4a, 6, 6a, 7a, 7b, 8b, 9, 10-decahydro-8b- 
methyl-6a- ( 1-methylethyl ) -, (3bS, 4aS, 5aR, 6S, 6aS, 7aS, 7bS, 8aS, 8bS) - (9CI) 
(CA INDEX NAME) 



AUTHOR (S) 



CORPORATE SOURCE: 
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LANGUAGE: 
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DOCUMENT NUMBER: 138:395668 

TITLE: Immunosuppressive activity of the Chinese medicinal 

plant Tripterygium wilfordii. III. Suppression of 
graf t-versus-host disease in murine allogeneic bone 
marrow transplantation by the PG27 extract 
Fidler, John M. ; Ku, Geoffrey Y.; Piazza, Duane; Xu, 
Rensheng; Jin, Renling; Chen, Zhenqing 
SOURCE: Pharmagenesis, Inc., Palo Alto, CA, 94304., USA 

Transplantation (2002), 74(4), 445-457 
CODEN: TRPLAU; ISSN: 0041-1337 
Lippincott Williams & Wilkins 
Journal 
English 

PG27 is an active fraction purified from an extract of a Chinese medicinal 
plant, Tripterygium wilfordii. We tested PG27 in murine allogeneic bone 
marrow transplantation (BMT) and investigated the mechanism of 
graf t-vs. -host disease (GVHD) suppression. Recipients in the C57BL/6 

BDFl murine BMT model received oral or i.p. PG27. Fourteen days 
of PG27 given orally or i.p. prevented GVHD development and produced 
extended disease-free survival (more than 300 days) for many animals. 
PG490-88, a semisynthetic derivative of PG490 (triptolide, present in PG27), 
was also efficacious. PG27 reduced day 7 splenic allospecific cytotoxic T 
lymphocyte levels by more than 99% compared with vehicle-treated mice. 
Compared with normals, spleens from control allogeneic BMT mice displayed 
significantly reduced mononuclear cell content, an increased percentage of 
CD8+ cells, fewer CD4+ cells, and more activated ( [interleukin-2 
receptor+] , IL-2R+) CD8+ T cells. PG27 increased mononuclear cell 
recovery, and significantly reduced the day-14 percentages of CD3+ and 
IL-2R+ cells in allogeneic BMT mice, producing results similar to those 
for syngeneic BMT mice. PG27 significantly increased Con A-stimulated in 
vitro IL-4 production by day-14 splenocytes, with a 7- to 8-fold higher level 
than that produced by control cells. PG27 treatment for only 14 days 
prevented GVHD induction and development and produced long-term survival. 
PG27 largely normalized splenic T lymphocyte subsets, reduced allospecific 
cytotoxic T lymphocyte activity, and increased IL-4 production capability. 
PG27 may suppress GVHD by the induction of anergy and a deviation away 
from a pro-inflammatory phenotype, which could be reflected in the 
increased potential for IL-4 production 
IT 195883-09-1, PG 490-88 



RN 
CN 



RL: DMA (Drug mechanism of action); PAC (Pharmacological activity); THU 

(Therapeutic use); BIOL (Biological study); USES (Uses) 

(immunosuppressive activity of the Chinese medicinal plant Tripterygium 
wilfordii PG27 extract in graf t-vs . -host disease in murine allogeneic bone 
marrow transplantation) 

195883-09-1 CAPLUS 

Butanedioic acid, mono [ (3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, 8aS, 8bS) - 
1, 3, 3b, 4, 4a, 6, 6a, 7a, 7b, 8b, 9, 10-dodecahydro-8b-methyl-6a- ( 1-methylethyl) -1- 
oxotrisoxireno [4b, 5:6,7:8a, 9] phenanthro [ 1, 2-c] f uran-6-yl] ester, sodium 
salt (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



H02C 




Na 



REFERENCE COUNT: 



59 THERE ARE 59 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L8 



ANSWER 17 OF 31 CAPLUS COPYRIGHT 2006 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE(S): 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2002:736245 CAPLUS 
137:247924 

Preparation of amino acid derivatives of triptolide 

compounds as immune modulators and anticancer agents 

Dai, Dongcheng; Fidler, John M.; Musser, John H. 

Pharmagenesis, Inc., USA 

PCT Int. Appl., 31 pp. 
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English 
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AB Compds . which are prodrugs of triptolide or its derivs., containing an amino 
acid or oligopeptide moiety, are used for anticancer or immunosuppressive 
treatment. The compds. have the structure I [XI = OH or ORl; X2, X3 = OH, 
ORl, or H (with the proviso that at least one of XI, X2, and X3 is ORl and 
at least one of X2 and X3 is H) ; Rl is the residue of certain amino acids 
or peptides or their protected derivs.]. Thus, esterif ication of 
triptolide with Boc-L-Glu-OBu-t (Boc = tert-butoxycarbonyl) was carried 
out in the presence of DCC/DMAP. The ester Boc-L-Glu (OR) -OBu-t (ROH is 
triptolide) showed EC50 = 750 mM in the TdT apoptosis assay. Deprotected 
derivative H-L-Glu (OR) -OH showed EC50 = 34,661 and 330 nM, resp., in the 
annexin apoptosis and IL-2 inhibition assays. 

IT 461384-87-2P, PG 658 

RL: PAC (Pharmacological activity); RCT (Reactant) ; SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); RACT (Reactant or reagent); USES (Uses) 

(preparation of amino acid derivs. of triptolide compds. as immune 
modulators and anticancer agents) 

RN 461384-87-2 CAPLUS 

CN L-Glutamic acid, N- [ ( 1, 1-dimethylethoxy) carbonyl] 1- ( 1, 1-dimethylethyl) 
5- [ (3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, 8aS, 8bS) -1, 3, 3b, 4 , 4a, 6, 6a, 7a, 7b, 8b, 9, 10- 
dodecahydro-8b-methyl-6a- ( 1-methylethyl) -1-oxotrisoxireno [4b, 5:6,7: 8a, 9] ph 
enanthro[l,2-c] furan-6-yl] ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




O O 



IT 460732-26-7P, PG 664 461384-88-3P, PG 660 
461384-89-4P, PG 657 461384-90-7P, PG 659 
461384-91-8P, PG 661 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 



(Uses) 

(preparation of amino acid derivs. of triptolide compds. as immune 
modulators and anticancer agents) 
RN 460732-26-7 CAPLUS 

CN L-Aspartic acid, N- [ (1, 1-dimethylethoxy) carbonyl] 4- ( 1, 1-dimethylethyl) 
1- [ (3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, 8aS, 8bS) -1, 3, 3b, 4, 4a, 6, 6a, 7a, 7b, 8b, 9, 10- 
dodecahydro-8b-methyl-6a- ( 1-methylethyl) -1-oxotrisoxireno [4b, 5 : 6, 7 : Ba, 9]ph 
enanthro[l,2-c] furan-6-yl] ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 461384-88-3 CAPLUS 

CN D-Glutamic acid, N- [ (phenylmethoxy) carbonyl] -, 5- 

[ (3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, 8aS, 8bS) -1, 3, 3b, 4, 4a, 6, 6a, 7a, 7b, 8b, 9, 10- 
dodecahydro-8b-methyl-6a- ( 1-methylethyl) -1-oxotrisoxireno [4b, 5: 6, 7 : 8a, 9] ph 
enanthro[l,2-c] furan-6-yl] 1- (phenylmethyl) ester {9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



O 




o o 



RN 461384-89-4 CAPLUS 

CN Glutamic acid, N- [ (phenylmethoxy) carbonyl] -, 1- 

[ (3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, 8aS, 8bS) -1, 3, 3b, 4, 4a, 6, 6a, 7a, 7b, 8b, 9, 10- 
dodecahydro-8b-methyl-6a- ( 1-methylethyl) -1-oxotrisoxireno [4b, 5 : 6, 7 : 8a, 9] ph 
enanthro[l,2-c] furan-6-yl] 5- (phenylmethyl) ester (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




RN 461384-90-7 CAPLUS 

CN Aspartic acid, N- [ (phenylmethoxy) carbonyl] 1- 

[ (3bS,4aS,5aR, 6R, 6aS,7aS,7bS, 8aS, 8bS) -1, 3, 3b, 4, 4a, 6, 6a, 7a, 7b, 8b, 9, 10- 
dodecahydro-8b-inethyl-6a- ( 1-methylethyl) -1-oxotrisoxireno [4b, 5 : 6, 7 : 8a, 9] ph 
enanthro[l,2-c] furan-6-yl] 4- (phenylmethyl) ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



O 




H 



RN 461384-91-8 CAPLUS 

CN L-Glutamic acid, 5- [ (3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, 8aS, 8bS) - 

1, 3, 3b, 4, 4a, 6, 6a, 7a, 7b, 8b, 9, 10-dodecahydro-8b-methyl-6a- ( 1-methylethyl) -1- 
oxotrisoxireno [4b, 5 : 6, 7 : 8a, 9]phenanthro [1, 2-c] furan-6-yl] ester (9CI) (CA 

INDEX NAME) 



Absolute stereochemistry. 



02C 
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2002:695942 CAPLUS 
137:232787 

Preparation of triptolide prodrugs having high aqueous 
solubility 

Dai, Dongcheng; Yuan, Hongwei; Musser, John H. 

Pharmagenesis, Inc., USA 

PCT Int. Appl., 34 pp. 

CODEN: PIXXD2 

Patent 

English 

2 



PATENT NO. 



KIND DATE 
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MARPAT 137:232787 




AB Triptolide prodrugs, such as I [R3 = acyl; R5 = alkyl; NR4R5 = 

nitrogen bound heterocyclyl, such as 4-morpholinyl] and II [R6 = 0C0CF3, 
0C0CC13, OC(:NH)CC13, arylsulf onyloxy, heteroarylsuf onyloxy, etc.], were 
prepared for therapeutic use as immunosuppressive, anti-inflammatory and 
anticancer agents. These triptolide analogs have improved water solubility, 
generally lower toxicity and improved pharmacokinetics compared to the 
parent compound Thus, PG 700 II (R = OS02C6H4-4-Me) was prepared by reaction 
of ClS02C6H4-4-Me with the corresponding triol, PG 673 II (R = OH), using 
DMAP in pyridine. Pharmaceutical formulations and dosages of the prepared 
triptolide derivs. were presented. 

IT 457914-14-6 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(preparation of triptolide prodrugs having high aqueous solubility for use as 
immunosuppressive, anti-inflammatory and antitumor agents) 

RN 457914-14-6 CAPLUS 

CN Trisoxireno [4b, 5: 6, 7 : 8a, 9] phenanthro [ 1, 2-c] furan-1 (3H) -one, 

6- (acetyloxy) -3b, 4, 4a, 6, 6a, 7a, 7b, 8b, 9, 10-decahydro-8b-methyl-6a- ( 1- 
methylethyl)-, (3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, 8aS, BbS) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




IT 260246-85-3P 260246-86-4P 260246-92-2P 

RL: RCT (Reactant); SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of triptolide prodrugs having high aqueous solubility for use as 
immunosuppressive, anti-inflammatory and antitumor agents) 
RN 260246-85-3 CAPLUS 

CN Trisoxireno [4b, 5: 6, 7 : 8a, 9] phenanthro [1, 2-c] furan-1 (3H) -one, 

3b, 4, 4a, 6, 6a, 7a, 7b, 8b, 9, 10-decahydro-8b-methyl-6a- (1-methylethyl) -6- 
(phenylmethoxy) (3bS,4aS,5aR,6R, 6aS,7aS,7bS,8aS,8bS)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 260246-86-4 CAPLUS 

CN Bisoxireno [4b^ 5 : 8a^ 9] phenanthro [ 1^ 2-c] furan-4 (2H) -one, 

lb, 3, 6, 6b, 7, 7a, 9, 10, 11, lla-decahydro-10, 11-dihydroxy- lb-methyl- 10- ( 1- 
methylethyl) -9- (phenylmethoxy) -, (laS, IbS, 6bS, 7aS, BaR, 9R, lOS, IIR, llaS) - 

(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



OH 




RN 260246-92-2 CAPLUS 

CN Bisoxireno [4b, 5: 8a, 9] phenanthro [ 1, 2-c] furan-4 (2H) -one, 

lb, 3, 6, 6b, 7, 7a, 9,10, 11, 1 la-decahydro-lO-hydroxy- lb-methyl- 1 0- ( 1- 
methylethyl) -11- [ [ (4-methylphenyl) sulfonyl] oxy] -9- (phenylmethoxy) -, 
(laS,lbS,6bS,7aS,8aR, 9R,10R, IIR, llaS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Antiproliferative and proapoptotic activities of 



triptolide (PG490), a natural product entering 

clinical trials, on primary cultures of human 

prostatic epithelial cells 
AUTHOR (S) : Kiviharju, Taija M. ; Lecane, Philip S.; Sellers, 

Robert G. ; Peehl, Donna M. 
CORPORATE SOURCE: Department of Urology, Stanford University School of 

Medicine, Stanford, CA, 94305, USA 
SOURCE: Clinical Cancer Research (2002), 8(8), 2666-2674 

CODEN: CCREF4; ISSN: 1078-0432 
PUBLISHER: American Association for Cancer Research 

DOCUMENT TYPE: Journal 
LANGUAGE: English 

7VB Interest in exploiting traditional medicines for prevention or treatment 
of cancer is increasing. Exts. from the herb Tripterygium wilfordii hook 
F were used in China for centuries to treat immune- related disorders. 
Recently it was reported that triptolide (PG490) , a purified compound from 
Tripterygium, possessed antitumor properties and induced apoptosis by 
p53-independent mechanisms in a variety of malignant cell lines. This 
property of triptolide attracted the authors' attention because the 
authors have found that primary cultures of human prostatic epithelial 
cells derived from normal tissues and adenocarcinomas are in general 
extremely resistant to apoptosis. Furthermore, the function of wild-type 
p53 is impaired in these cells such that drugs that require p53 activity 
to induce cell death are ineffective. Therefore, the properties of 
triptolide and the recent approval of its water-soluble form (PG490-88) for 
entry into Phase I clin. trials suggested that this drug was a promising 
candidate to test for antitumor activity against prostate cells. Expts . 
presented here demonstrated that triptolide had dose-dependent effects on 
both normal and cancer-derived primary cultures of human prostatic 
epithelial cells- Low concns . of triptolide inhibited cell proliferation 
and induced a senescence-like phenotype. Higher concns. of triptolide 
induced apoptosis that was unexpectedly associated with nuclear accumulation 
of p53. Paradoxically, levels of the p53 target genes, p21WAFl/CIPl and 
hdm-2, were reduced, as was bcl-2 . The authors* preclin. studies suggest 
that triptolide might be an effective preventive as well as therapeutic 
agent against prostate cancer and that triptolide may activate a 
functional p53 pathway in prostate cells. 

IT 195883-09-1, PG490-88 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(antiproliferative and proapoptotic activities of triptolide on 
prostatic epithelial cells) 

RN 195883-09-1 CAPLUS 

CN Butanedioic acid, mono [ ( 3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, 8aS, 8bS ) - 

1,3, 3b, 4, 4a, 6, 6a, 7a, 7b, 8b, 9, 10-dodecahydro-8b-methyl-6a- ( 1-methylethyl) -1- 
oxotrisoxireno [ 4b, 5:6,7: 8a, 9] phenanthro [ 1, 2-c] furan-6-yl] ester, sodium 
salt (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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Anticancer treatment using triptolide prodrugs 

Fidler, John M. ; Li, Ke 

USA 
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OTHER SOURCE(S): MARPAT 137:103878 

AB Water soluble triptolide prodrugs are used as anticancer agents, and are 

found to be more effective in vivo, at lower doses, in reducing tumor size 
than the widely used chemotherapeutic agents 5-f luorouracil and 
irinotecan. Compds. of the invention include e.g. triptolide 
14-succinate. 

IT 195883-09-1 



RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(triptolide prodrugs for anticancer treatment) 
RN 195883-09-1 CAPLUS 

CN Butanedioic acid, mono [ ( 3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, 8aS, 8bS) - 

1, 3, 3b, 4 , 4a, 6, 6a, 7a, 7b, Bb, 9, 10-dodecahydro-8b-methyl-6a- { 1-methylethyl ) -1 
oxotrisoxireno [4b, 5:6,7:8a, 9] phenanthro [ 1, 2-c] furan-6-yl] ester, sodium 
salt (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



H02C 
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Immunosuppressive and antiinflammatory effects of 
triptolide and its prodrug PG-490-88 
Chen, Benny J. ; Chao, Nelson J. 

Bone Marrow Transplantation Program, Duke University 
Medical Center, Durham, NC, 27705, USA 
Drugs of the Future (2002), 27(1), 57-60 
CODEN: DRFUD4; ISSN: 0377-8282 
Prous Science 
Journal; General Review 
English 

A review summarizes the updated data from studies using purified 
triptolide and its prodrug PG-490-88. Triptolide is a diterpenoid 
triepoxide purified from Tripterygium wilfordii Hook F, an herb found in 
China. Triptolide inhibits T cell activation mainly through inhibition o 
interleukin-2 production Triptolide induces apoptosis of T cells by 
activating the caspase cascade. It can suppress the expression of 
multiple proinflammatory cytokines and mediators, which play important 
roles in the pathogenesis of autoimmune diseases, transplantation 
rejection and GVHD. 
195883-09-1, PG-490-88 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(immunosuppressive and antiinflammatory effects of triptolide and its 
prodrug PG-490-88) 
195883-09-1 CAPLUS 

Butanedioic acid, mono [ (3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, 8aS, 8bS) - 
1, 3, 3b, 4 , 4a, 6, 6a, 7a, 7b, 8b, 9, 10-dodecahydro-8b-methyl-6a- ( 1-methylethyl) -1 
oxotrisoxireno [4b, 5 : 6, 7 : 8a, 9] phenanthro [ 1, 2-c] furan-6-yl] ester, sodium 
salt (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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Mechanisms of tolerance induced by PG490-88 in a bone 
marrow transplantation model 

Chen, Benny J.; Chen, Yanfei; Cui, Xiuyu; Fidler, John 
M. ; Chao, Nelson J. 

Bone Marrow Transplantation Program, Duke University 
Medical Center, Durham, NC, 27705, USA 
Transplantation (2002), 73(1), 115-121 
CODEN: TRPLAU; ISSN: 0041-1337 

& Wilkins 



IT 



of 

established in 

of host reactive 
CD8, 



Lippincott Williams 
Journal 
English 

PG490-88, a semisynthetic derivative of a novel compound PG490 (triptolide) 
purified from a Chinese herb (Tripterygium wilfordii Hook F) , is effective 
in prevention of murine graft-vs . -host disease (GVHD) . PG490-88 was 
administrated into recipients in a model (B10.D2 [H2d, Mls-2b, 
Mls-3b]->BALB/c [H2d, Mls-2a, Mls-3a] ) of lethal GVHD. Tolerance 
was evaluated by transplantation of neonatal hearts. The mechanisms 
tolerance were studied. Host-specific tolerance was 
PG490-88-treated BALB/c recipients. Significant nos . 
Vp3+ T cells (3.56±1.66% among CD4, 4.06±1.62% among 
P<0.0001 vs, normal BALB/c mice, P>0.05 vs. normal B10.D2 mice) were 
present in PG490-88-treated mice, suggesting that clonal deletion was not 
responsible for the observed tolerance. Spleen cells from PG490-88-treated 
mice could not respond to the host antigens measured by a popliteal lymph 
node weight gain assay. The unresponsiveness was unable to be overcome by 
supplementation of exogenous interleukin (IL)-2. Tolerant VP3+ T 
cells obtained from PG490-88-treated mice proliferated normally to 
nonantigen-specific T cell receptor crosslinking. Neither 
antigen-specific nor nonantigen-specific suppressor cells were found in 
PG490-88-treated mice. The tolerant mice produced IL-4 rather than IL-2 
and interferon (IFN)-y. Host-specific tolerance induced by PG490-88 
in a murine bone marrow transplantation model is not due to deletion of 
alloreactive cells. Moreover, suppressor cells are not involved in the 
maintenance of tolerance. Rather, PG490-88 seems to lead to allogeneic 
tolerance either through the induction of a state of antigen-specific 
anergy of the responding T cells or through the induction of T-helper 
cell, type II (TH2) responses - 
195883-09-1, PG490-88 

RL: DMA (Drug mechanism of action) ; PAC (Pharmacological activity) ; THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 

(mechanisms of tolerance induced by PG490-88 in a bone marrow 



transplantation model) 
RN 195883-09-1 CAPLUS 

CN Butanedioic acid, mono [ (3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, 8aS, 8bS) - 

1,3, 3b, 4, 4a, 6, 6a, 7a, 7b, 8b, 9, 10-dodecahydro-8b-methyl-6a- ( 1-methylethyl) -1- 
oxotrisoxireno [4b, 5 : 6, 7 : 8a, 9] phenanthro [1, 2-c] furan-6-yl] ester, sodium 
salt (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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PG490-88, a derivative of triptolide, blocks 
bleomycin-induced lung fibrosis 

Krishna, Ganesh; Liu, Kela; Shigemitsu, Hidenobu; Gao, 
Mingxing; Raffin, Thomas A.; Rosen, Glenn D. 
Division of Pulmonary and Critical Care Medicine, 
Stanford University School of Medicine, Stanford, CA, 

94305-5236, USA 

American Journal of Pathology (2001), 158(3), 997-1004 
CODEN: AJPAA4; ISSN: 0002-9440 
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In this study we evaluate the antifibrotic properties of PG-490-88, a 
water-soluble derivative of triptolide. Triptolide is an oxygenated diterpene 
that is derived from a traditional Chinese herb that has potent 
immunosuppressive and antitumor activity. We used the intratracheal 
bleomycin mouse model and found that PG490-88 inhibits fibrosis in the 
bleomycin group when given the same day or 5 days after bleomycin. 
PG490-88 also markedly reduced the number of myofibroblasts in the bleomycin 
treatment group. An ELISA of transforming growth factor (TGF)-p in 
the bronchoalveolar lavage fluid showed a significant decrease in 
TGF-p in the PG490-88-treated groups compared to the 

bleomycin-treated group. Addnl., triptolide blocked bleomycin-induced 
increase in TGF-p mRNA in cultured normal human lung fibroblasts. 
The efficacy of PG4 90-88 when administered late after bleomycin 
installation suggests a potential role in the treatment of idiopathic 
pulmonary fibrosis. 
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Combinations of diterpenoid triepoxides and anti-prolif erative agents are 
used in a combination therapy to treat hyperprolif erative disorders. 
Anti-proliferative agents of interest include agents active in killing 
tumor cells, as well as immunosuppressants, and a variety of other agents 
that reduce cellular proliferation in targeted tissues. Synergistic 
combinations provide for comparable or improved therapeutic effects, while 
lowering adverse side effects. H23 tumor cells were implanted 
intradermally in nude mice and the animals were left untreated or were 
injected IP daily with PG490-88 (14-succinyl triptolide sodium salt, a 
prodrug of triptolide) starting at the time of implantation. Tumors arose 
in 5/5 of the untreated mice but no tumors were observed after 5 or 7 wk of 
dosing with PG490-88 at doses ranging from 0.25 to 0.75 mg/kg/day. The 
tumoricidal activity of PG490-88 was enhanced by treatment with 
chemotherapeutic agents such as taxol . 
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Prevention of graf t-versus-host disease by a novel 
immunosuppressant, PG490-88, through inhibition of 
alloreactive T cell expansion 

Chen, Benny J.; Liu, Congxiao; Cui, Xiuyu; Fidler, 
John M. ; Chao, Nelson J. 
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Lippincott Williams & Wilkins 
Journal 
English 

PG490-88 is a water soluble, semisynthetic derivative of a novel compound PG490 
(triptolide) purified from the Chinese herb Tripterygium Wilfordii Hook F. 
PG490-88 was administered into recipient mice in a model 
(B10.D2->BALB/c) of lethal graf t-vs . -host disease (GVHD) to study 
the effects of PG490-88 on GVHD and on the various steps involved in the 
pathol. course of GVHD. Injection of PG490-88 i.p. at a dose of 0.535 
mg/kg/day for the first 3 wk after transplantation protected all the 
recipients from developing GVHD up to 100 days after transplantation. 
PG4 90-88 inhibited in vivo both CD4+Vp3+ and CD8+VP3+ T cell 
(alloreactive T cells in this model) expansion in the spleen by 64.09 and 
34.02%, resp., at the time when Vp3+ cell expansion was in the 
logarithmic phase (day 3 after transplantation) . Intracellular cytokine 
staining without further in vitro activation demonstrated 47.42% 
inhibition of IL-2 production among CD4+ spleen cells in PG490-88-treated mice 
as compared to GVHD control on day 3 after transplantation. In contrast, 
CD25 (a chain of interleukin-2 receptor) expression did not differ. 
PG490-88 is highly effective in prevention of murine GVHD. The 
immunosuppressive effect of PG490-88 is mediated by inhibition of 
alloreactive T cell expansion through interleukin-2 production 
195883-09-1, PG 490-88 

RL: BAG (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; THU (Therapeutic use) ; BIOL (Biological study) ; USES 
(Uses) 

(prevention of graf t-vs . -host disease by a novel immunosuppressant, 
PG490-88, by inhibition of alloreactive T cell expansion through 
suppression of interleukin-2 production) 

195883-09-1 CAPLUS 

Butanedioic acid, mono [ (3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, 8aS, 8bS) - 
1, 3, 3b, 4, 4a, 6, 6a, 7a, 7b, 8b, 9, 10-dodecahydro-8b-methyl-6a- (1-methylethyl) -1- 
oxotrisoxireno [4b, 5: 6, 7 : 8a, 9]phenanthro[l,2-c] furan-6-yl] ester, sodium 
salt (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



HO2C 




Na 



REFERENCE COUNT: 



35 THERE ARE 35 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



AUTHOR (S) 

CORPORATE 
SOURCE : 

PUBLISHER: 
DOCUMENT TYPE 
LANGUAGE: 
AB 



L8 ANSWER 26 OF 31 CAPLUS COPYRIGHT 2006 ACS on STN 
ACCESSION NUMBER: 2000:616239 CAPLUS 

DOCUMENT NUMBER: 134:80630 

TITLE: Immunosuppressive activity of the Chinese medicinal 

plant Tripterygium wilfordii. I. Prolongation of rat 
cardiac and renal allograft survival by the PG27 
extract and immunosuppressive synergy in combination . 
therapy with cyclosporine 

Wang^ Jian; Xu, Rensheng; Jin, Renling; Chen, 
Zhenqing; Fidler, John M. 
SOURCE: Pharmagenesis, Palo Alto, CA, 94304, USA 

Transplantation (2000), 70(3), 447-455 
CODEN: TRPLAU; ISSN: 0041-1337 
Lippincott Williams & Wilkins 
Journal 
English 

PG27 is an immunosuppressive fraction purified from an extract of a Chinese 
medicinal plant, T. wilfordii. PG27 was tested in rat cardiac and renal 
allotransplantation, and the immunosuppressive interaction with 
cyclosporine (CsA) was examined. Brown Norway (BN) rat heart or kidney 
allografts were transplanted into the abdomen of Lewis rats, which were 
treated i.p. or orally with PG27, CsA, or both. PG27 administered i.p. to 
Lewis recipients for 16 days at 10-30 mg/kg/day increased the median 
survival time of BN heart allografts from 7 to 18-22 days. Oral 
administration was effective, with cardiac allograft survival prolonged to 
>100 days with 52 days of treatment. PG27 at 20-30 mg/kg/day extended the 
median survival time of BN kidney allograft recipients from 9 to 36.5-77 
days, and 30 mg/kg/day for 52 days extended survival beyond 200 days. 
PG27 combined with CsA enhanced heart and kidney allograft survival, even 
at doses of CsA ineffective when administered alone. The addition of 5 or 10 
mg PG27/kg/day reduced by 50-75% the CsA dose needed for 100% kidney 
allograft survival. The combination index was <1.0, indicating synergy of 
PG27 with CsA in prolonging cardiac and renal allograft survival. 
Furthermore, the PG27/CsA combination exerted a pos . influence on renal 
allograft function. PG490 (triptolide, a constituent of PG27) and 
PG490-88 (a water-soluble prodrug of PG490, 14-succinyltriptolide sodium) 
suppressed rejection of cardiac and renal allografts. Thus the PG27 
herbal extract demonstrated immunosuppressive activity by prolonging heart 
and kidney allograft survival, displaying synergy in the immunosuppressive 
interaction with CsA, and improving renal allograft function in 
combination with CsA. PG490 and PG490-88 were also effective. 
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A synergistic combination of TRAIL or ligands that interact with TRAIL 
receptors, and diterpenoid triepoxides is used to increase tumor cell 
killing by induction of apoptosis. Ligands useful in the invention 
include TRAIL, analogs thereof, stabilized multimers of TRAIL, TRAIL 
mimetics, etc. Of particular interest are combined therapy with the 
diterpenoid triepoxides triptolide and derivs. and analogs thereof. The 
combination of PG490, containing triptolide, and TRAIL induced apoptosis in 
greater than 80-99% of cells in all solid tumor cell lines tested. 
195883-06-8 



RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(combined therapy of diterpenoid triepoxides and TRAIL (TNF-related 
apoptosis-inducing ligand) for synergistic killing of tumor cells) 
RN 195883-06-8 CAPLUS 

CN Butanedioic acid, mono [ (3bS, 4aS, 5aR, 6R, 6aS, 7aS, 7bS, 8aS, 8bS) - 

1, 3, 3b, 4, 4a, 6, 6a, 7a, 7b, 8b, 9, 10-dodecahydro-8b-methyl-6a- ( 1-methylethyl ) -l- 
oxotrisoxireno [ 4b, 5 : 6, 7 : 8a, 9] phenanthro [1, 2-c] furan-6-yl] ester (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




O 



REFERENCE COUNT: 



THERE ARE 5 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L8 



ANSWER 28 OF 31 CAPLUS COPYRIGHT 2006 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) : 
PATENT ASSIGNEE (S): 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2000:161261 CAPLUS 
132:194527 

synthesis of triptolide prodrugs having high aqueous 

solubility for immunosuppressive and anti-inflammatory 

treatment 

Musser, John H, 

Pharmagenesis, Inc., USA 

PCT Int. Appl., 26 pp. 

CODEN: PIXXD2 

Patent 

English 

2 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



WO 


2000012483 




Al 




20000309 




WO 1999- 


US20150 




19990902 




W: AE, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, CA, 


CH, 


CN, CR, CU, 




CZ, 


DE, 


DK, 


DM, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, GM, 


HR, 


HU, ID, IL, 




IN, 


IS, 


JP. 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, LS, 


LT, 


LU, LV, MD, 




MG, 


MK, 


MN, 


MW, 


MX, 


NO, 


NZ, 


PL, 


PT, 


RO, 


RU, SD, 


SE, 


SG, SI, SK, 




SL, 


TJ, 


TM, 


TR, 


TT, 


UA, 


UG, 


US, 


UZ, 


VN, 


YU, ZA, 


ZW 






RW: GH, 


GM, 


KE, 


LS, 


MW, 


SD, 


SL, 


sz. 


UG, 


ZW, 


AT, BE, 


CH, 


CY, DE, DK, 




ES, 


FI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, SE, 


BF, 


BJ, CF, CG, 




CI, 


CM, 


GA, 


GN, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 






CA 


2342901 






AA 




20000309 




CA 1999- 


2342901 




19990902 


AU 


9962425 






Al 




20000321 




AU 1999- 


62425 




19990902 


AU 


764123 






B2 




20030807 














US 


6150539 






A 




20001121 




US 1999- 


389769 




19990902 


EP 


1109789 






Al 




20010627 




EP 1999- 


949582 




19990902 


EP 


1109789 






Bl 




20030716 
















R: AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FR, 


GB, 


GR, 


IT, 


LI, LU, 


NL, 


SE, MC, PT, 




IE, 


SI, 


LT, 


LV, 


FI, 


RO 
















JP 


2002523495 




T2 




20020730 




JP 2000- 


567513 




19990902 


AT 


245145 






E 




20030815 




AT 1999- 


949582 




19990902 


EP 


1375488 






Al 




20040102 




EP 2003- 


16090 




19990902 



AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 
IE, SI, LT, LV, FI, RO, MK, CY, AL 



US 6548537 
PRIORITY APPLN. INFO. 



OTHER SOURCE (S) 
GI 



Bl 



20030415 



MARPAT 132:194527 



US 2001-798319 
US 1998-98809P 
EP 1999-949582 
WO 1999-US20150 



20010302 
P 19980902 
A3 19990902 
W 19990902 
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discussed. 
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AB Compds. and methods for use in immunosuppressive and anti-inflammatory 

treatment are described. The compds. are triptolide analogs with improved 

water solubility and low toxicity. Preparation of triptolide salts, e.g. triptolide 

succinate (YM-262), is described. Compds. of the invention were tested 

for immunosuppressive activity using several biol. assays. 
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oxotrisoxireno [ 4b, 5:6,7: 8a, 9] phenanthro [1, 2-c] f uran-6-yl] ester ( 9CI ) (CA 
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Absolute stereochemistry. 
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methyl-6a- ( 1-methylethyl) -1-oxotrisoxireno [4b, 5:6,7: 8a, 9] phenanthro [1,2- 
c] furan-6-yl] ester, [3bS- (3ba, 4aa, 5aS*, 6P, 6aP, 7a.be 
ta. , 7ba, 8aR*, 8bp) ] compd. with 2-amino-2- (hydroxymethyl) ^1, 3- 
propanediol (1:1) (9CI) (CA INDEX NAME) ' 
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methyl-6a- ( 1-methylethyl ) -1-oxotrisoxireno [4b, 5:6,7: 8a, 9] phenanthro [1,2- 
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AB The structure modification of triptolide (I) was studied and nine 

triptolide derivs . were synthesized. An immunosuppression in vitro assay 
showed that tripchlorolide (II, R = CI) and tripbromolide II (R = Br have 
strong activity similar to triptolide, while their toxicities are much 
lower. The activity of other compds . was low. A simple method for the 
preparation of tripchlorolide from triptolide in 92% yield was found by 
reacting triptolide with HCl in acetone under mild conditions. 
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(9CI) (CA INDEX NAME) 
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Triptolide (I) was treated with various reagents to give diols II (R = CI, 
Br, OAc, OMe, SPr) . I, when treated with Et2NH, gave triepoxide III (Rl = 
H, R2 = OH) . Dehydration of II gave III (Rl = CI, R2 = H) . Treatment of 
I with concentrated HCl at room temperature gave 67% ketone IV. 
141069-13-8P 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(preparation and immunodepressant activity of) 
141069-13-8 CAPLUS 

Triptolide, 12-chloro-12, 13-deepoxy-13-hydroxy-, 14-acetate, (12P) - 
(9CI) (CA INDEX NAME) 
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